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Dear Sir: 



1. 1, Counde O-Yang, declare and say I am a co-inventor of the claims of the above- 
idenii (led patent application. I directed otheis and/or personally performed the research leading to 
the invention disclosed and claimed therein. 

Unexpected Properties 

2, Agonists of the alpha 1 A adrenoceptor are recognized in the art as being useful for 
the treatment of genitourinary indications such as various types of incontinence. Modulation of 
the alpha 1 A adrenoceptor can unfortunately result in blood pressure increase and undesirable 
cardiovascular side effects. A desirable property in alpha 1A agonists is 1f uroselectivity\ i.e., the 
ability to affect intraurethral pressure (and hence treat incontincence) while avoiding substantial 
increase in blood pressure. 
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3. Both the instant compounds and those of US 5,952,362 have affinity for the alpha 
1 A adrenoceptor. However, the 2-chloro-4-imidazoiinylmethyl (para) compound of the above- 
identified application has unexpectedly better uroselectivity than the analogous 2-chloro-5- 
imidazolinylmeihyl (meta) compound of US 5,952,362, 

4. In FIG. 1 and FTG- 2 below, there are shown graphical illustrations of the 
intraurethral pressure (IUP) versus the mean arterial blood pressure (MAP) for meta bndpara 
analogs determined in an in vivo unesthetised rabbit model (sec Example 8 of US 6,756,395). 
The vertical axis represents change of pressure from baseline in millimeters of mercury, and the 
horizontal axis represents dosage (micrograms of drug per kilograms body mass)* The IUP 
values are represented by circles, while MAP values are represented by squares. The triangles 
and pentagons represent control solution values for MAP and IUP respectively. 




FIG, i: Intraurethral pressure (IUP) and mean arterial blood pressure 
(MAP) for N*[2-Chloro-5-(4 f 5-dihydro-1H-imida20l'2-ylmetiiyl)-phenyl]- 
methanesulfonamide (US 5,952,362). 



5. As can be seen in FIG. 1, the mean arterial pressure for the meta compound 
increases commensurately with the intraurethral pressure at lower dosage regimens, and 
substantially exceedes the intraurethral pressure at 100 jig/kg and above. The greater increase in 
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arterial blood pressure with respect to intraurethral pressure demonstrates absence of 
uroselectivity in the meta compound. 
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FIG. 2: Intraurethral pressure (IUP) and mean arterial blood pressure 
(MAP) for N-[2-Chloro-4-(4,5-dihydro-1 H-imidazol-2-ylmethyl)-phenyl]- 
methanesulfonamide 

6. In FIG. 2, the intraurethral pressure exceeds the mean arterial pressure at low 
dosages, and substantially exceeds the mean arterial pressure at at 100 jig/kg and above. The 
greater increase in intraurethral pressure with respect to arterial blood pressure indicates good 
uroselectivity in the para compound. 



7. I hereby declare that all statements made herein of my own knowledge arc true and 
that all statements made on information and belief arc believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title XVUl of the United States 
Code, and that such will false statements may jeopardize the validity of the application or any patent 
issuing thereon. 
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Counde O-Yang 



Director of Research, Medicinal Chemistry, 
Roche Palo Alto 



PAGE 14/21 * RCVD AT 5/10/2006 1:06:29 PM [Eastern Daylight Time] * SVRiUSPTO-EFXRF-212 * DHIS:273S300 * CSID:650 855 5322 1 DURATION (mm-ss):07-16 



